Is secreted IL-1 necessary for normal human T-cell activation?
The role of secreted and membrane-bound IL-1 in the activation of human T cells by monocyte-associated, processed antigen was examined. The IL-1 is secreted from antigen-pulsed plastic-adherent monocytes for only 24 h after isolation. After extensive washing, however, these monocytes are fully capable of stimulating T cells to proliferate. The T cells require less than 24 h of exposure to the monocytes to become activated and can then be cultured alone in fresh media. Addition of exogenous IL-1 does not enhance T-cell responsiveness in this model. Anti-IL-1 beta antibody does not inhibit the response, although we observed that pulsed monocytes have significant membrane-bound IL-1 assayed as biologic activity in the murine thymocyte costimulator assay. These studies suggest that secreted IL-1 is not required for the activation of human T cells and that membrane-bound IL-1 serves this function. The data further suggest that these two forms of IL-1 may be functionally distinct and that IL-1 beta is not the major component of membrane-bound IL-1. The possible relationship of these findings to the clinical efficacy of IL-1 inhibitors, such as corticosteroids, is discussed.